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TerpanenTHA, peryjinpyiomHii yposeHb raioKOSu npH caxapnoM flHaSere, 
<^apMaKOJioniHecKoe cpemcTBo na ero ochobc h cnocoG ero npHMeHeHHH 

H3o6pereHHe orHOcwrcfl k oGjiacrH MCflHUHHw h mohcct 6biTb HcnonbsoaaHO jvm JieneHHH 
caxapHoro ;iHa6eTa kbk cpeAcnrao, peryjiHpyiomee ypoBent rjiiOK03M. 

HaH6ojiee 6jiii3Khmh aHajioraMH raKoro Hce HaaHaneHHa, KoxopwMH ocymecrajweTca 
MewKaMeirroaHaa lepanMH caxapnoro waSera -rana 1, nBJunorca npenaparw HHcyjiHHa. 
npenaparoM Bu6opa aBJwiarca peKOM6iiHaHTHMe mjih reHHo-HH>K«HepHbie npenaparw HHcyjiHHa 
HejioaeKa Kopancoro AeKciBHa: aicrpaniw, xyMyjiHH P, HHcyMaH P, 6HocyjiHH P, a xaioKe 
npenapana HHcyjiHHa nejioBeica npowieHHoro fleHcTBHJi: nporo^aH, xyMyjiHH H, HHcyMaH-6a3ajib 
H 6HocyjiHH H. AHajiom HHcyjiHHa nejioBeKa - yjibxpaicDpoTKoro h npojioHPHpoBaHHoro fleftcTBiw. 
K npenapaiBM HHcyjiHHa yjibipaicopOTKoro AettcTBiw oroocifrca xyMajior h HoaopanHfl, Koropwe 
OTJiMHanmai 6<Miee 6HCipMM HaMWiOM fle»crBHJi nocjie hx BBeaeHiw h yKopoMeHHbiM nepHOAOM 
MaKCHMaJibHoro Aeiicreiw no cpaBHCHHio c HHcyjiHHaMH Koponcoro AeKCTBim h 34>4)eKTHBHbi b 
onioiiieHHH cHHMceHHJi nocrnpaHAHanbHoro ypoBiw rjnoKosbi. OAHaKO HHcyjiHHorepanHH 
HBnH^Ji saMecnrreJibHoll. npH iam>poi4 bosmomchm ocnoJKHeHHJi: ajuiepriwecicHe peaiawH. 
rHnorjiHKeMHHecKHe cocixwHHa. HHcyjiHHope3Hcrrem«ocTb h nocTHHcyAHHOBbie AHnoAHCipo^iHH. 
MeAHKaMeirrosHaa -repaniw caxapHoro AHaSera thiui 2 xaioKe nperepnejia HSMCHeHiw. b cbhsh c 
BHCApeHHCM B KnHHHHecicyio npaKTHKy npenapaioB KopoTKoro AettcTBHa: hobohopm hjih 
penarjiHHHA « crapjiHKC. TpaAjiuHOHHO ocraiorcH cyjib^wHHJiMOHeBHHHKie npenaparbi: rpynna 
rjiHGeHKJiaMHAa, rAMnHSHAa, rpynna rAHicnaaHAa. rjiHKBiiAOHa h aMapiui (rjiHMenHpiw), Koropbia 
^ HBiiHercH npenaparoM npononrHpoBaHHoro AeficTBHH h HMeer pw npeHMymecTB nepeA ApymMH 
> cyiib^oHHnMoneBHHHbmH npenaparaMH. flHaCeTOH MB h rJiii6eHe3-perrapA -BnaKrrca 
npenapa^MH npoAneHHoro AeftcTBHU. CjicAyer OTMcnrrb. mto Macro y 6oAbH«x caxapHMM 
AHa6^M pasBHBaercH laK nasHBaeMaj. BropiwHaH pesHcreKTHOCTb k cyAb^oHHJiMOMCBHHHbiM 
npenapaiaM. CBHsaHHan co CHH^eHHeM ocraroMHolS ceKpeuHH HHcyjinna. OpH npHMeHCHHH 
npenaparoB cyjib*oHHJiMOHeBHHbi Ha6jiK>AaKm5H noSoMHwe 3**eicm: AHcnencHMecKHe 
paccnpoHcrBa, ajiJieprHMecKHe peaKUHH, ypHercHHe *yHKUHH KOCTHoro Mosra, roKCHHecKoe 
BOSAeficTBHe na nenenb h noHKH. B03HHKH0BeHHe PHnorjiHKeMHH. npHMeraiorrca TaK>Ke 
6HryaHHAbi - M^opMHH (rnK>KO*a3K, cHo4)op H AP), rnHTaaoHb. hjih oencifrafoepbi HHcyjiHHa: 
aicroc H aBaHAH» h HHrH6mx>pb. ajib^a-rjiKJKosHAaa: aKap6o3a h Mcvnmon. ^rH nepopajibHwe 
npenaparw noBWinanyr MyBcrrBHienbHotm. TKanea k HHcyiiHHy h oKaawaaKn- HopManMsyrou,^ 



eniuHHe Ha HeKoropwe noKaaa-rejiH yrjieBOAHoro o6MeHa. Biviecrre c tbm hx npHMeneHHe momcct 
6brrb orpaHHHeHO H3-3a HHSKott s^j^eicrHBHOCTH hjih noSoMHWX 34«i»eicTOB (BajiaSoJiKHH M.H. 
JijmSeronorva. - M.: Me^HUHHa, 2000. - 672 c; PerHcrp JieKapcraeHHbix cpeAcra Pocchh. 
3HUHiaioneAHJi /leKapcra. 10 awn. - M.: PJIC-2003. - 2003. -1438 c.) 

HaaecreH fleicaneimwHwii 4>parMeirr HHcyjiHHa (narreHT PO Xo2078769 «nenTiwHbiii 
4)parMeirr, o6jianaiomHii eHononwecKoa aicrHBHOCTbio HHcyjiHHa», MOK A61K38/28, 1997), 
oejianaiomHfi 6HOJionwecKott aicrHBHOcn.io q)a8HHMO» c aicniBHOCTbio HHcyjiHHa. 

HsBCCTHM aHajioni neimw^ p277 - anirrona HejioBCMecKoro Cejiica xenjiOBoro moica (hsp 60) 
(nareirr P«» Wa2159250 «AHajiorH neimiAa p277 h coAepacamHe hx 4)apMaueBTHMecKHe 
KOMHOSHUHH flJiH jieHeHHfl H AHaTHOCTHKH iwa6eTa», MHK A61K39/00, 38/00, 2000). 

OflHaKo 6HOJiorHHecKaa aKTHBHOCTb, yKaaaHHaa b nepeHHCJieHHbix Bume narreHxax, 
npoaBJi>iercji a HHcyjiHHonoaoSHOM fleiScTBHH 3thx neimiAOB h MOJuer HcnojibsoBarrtcJi c uejitro 
commva neimwHMX npenaparos aim JieMeHWi caxapHoro fl»a6eTa THna 1. 

HsBecrau KopOTime HHCyjiKHnoreHimpyiomHe nenxHflM, onHcaHHwe b narreKre (EP >fe 
1268518 «InsuHn potentiating peptides», MHK C07K5/10; A61K38/07; A61K38/08, 2001), 
npHHJTTOM 3a npcmmin no OTHOuieHHio k 4«pMaicoJiorHHecKOMy cpeAcroy (4>apMaueBTHHecKO« 
KOMno3HUHH) H cnocoSy npo4)HJiaicrHKH h/hjih jieneHHa caxapHoro flHaSera. HsBecTHHe icopoTKHe 
HHcyjiHHnoreHiwpyKnpHe nenmiAM npeAcraBJWKyr co6oii nemrHAHwe ^apMaueBriwiecicHe areHTW, 
Koropbie Moryr HcnojusoeaTbca aim JieneHWi caxiqjHoro AHaGera. 

CjieAyer ameraxb, hto saaBJiaeivioe nenrHAHoe cocAHHCHHe - xerpanenTHA - crpyiciypHbix 
auajioroB ne HMeer. 

SajiBJiaeMoe H3o5pereHHe HanpaajieHO na noJiyMeHHC hoboto ^HOJiorHneciCH aiCTHBHoro 
coeAHHeHHH neiTTHAHoii npnpoAW, peryjinpyiomero ypoBCHb rjnoKOSbi npH caxapnoM AHa6erre 
THna 1 H THna 2. 

Hacroamee modp^me othochtch k HOBOMy xerpanenrHAy JiHSHJi-rjiyraMHA-acnapTHJi- 
Tpnnro^aH bmha o6mefi 4)opMyjibi Lys-Glu-Asp-Trp-TMHz nocneAoaarejibHocTH 1 [SEQ ID 
NO:l]. 

Teipanermw nojiyHaior icnaccHMecKHM mctoaom nenrHAHoro cHnresa b pacTBope (ilKySKe 
X.-fl., EuiKaih- X. Amhhokhcjiotm, nemwAW. 6enKH: Oep. c hcm. - M.: Mnp, 1985. - 456 c). 

Hatrroamee H3o6pereHHe othochtcji k HoaoMy xerpanenTHAy /iHSHJi-rjiyraMHJi-acnapraJi- 
TpHnro4»aH bmha o6u»eil ^opMyAw: Lys-Glu-Asp-Trp-NHa nocjieAOBaxejibHocxH 1 [SEQ ID 



NO:l], o6jiafl3iomeMy 6HOJioniMeci«>« aicraBHOCTbio, npoawwiomeiiwi b peryjiauHH ypoBHH 
rjiioKosu. 

fleiicraHe wrpaneimw^ Lys^lu-Asp-Trp-NHz. HanpawieHHoe na peryjiHWio ypoBHH 
r;iioK03M npH caxapaoM fluafiere. BwaBJieHO npH ero HsyneHMH a SKcnepHMeHre npH 
ajuioKcaHOBOM fluae^, KaK HSBecmo. annoKcaHOBUli AHa6eT xapaKrepHsyerrca nopaHceHHCM P- 
KneroK nowKenyflOHHoS HcenesH h conpoBOHwaerrca BHpa«eHHoii rnneprjiMKeMHeii, BCJieflciBHe 
Ae4>Hmmi HHcyjiHHa h aKTHBaivoi rjnoKOHeoreHesa. 

B peayjib-rare 3KcnepHMeirrajibHoro myneHm ycrraHOBJieHO, mto TerrpanenrrHA Lys-Glu-Asp- 
Trp-NHa He o6jianiaeT tokchmhoctho. 

Hacroamee ii3o6pereHHe -raioice orHOCHTca k 4»apMaKOJiorHMecKOMy cpeacxBy 
(4,apMauew«MecKoii KOMnosHUHH), peryjiHpyiomeMy ypoBCHb rJiioKosbi npH caxapHOM waeere, 
coAepJKauieMy b KaneCTBe aKiHBHoro nenxHflHoro arema 34.*eicrHBHoe Ko^iwecTBO 
T^aneimwa jiH3iui-rjiyraMHJi-acnaimiJ.-apHiiT0*aH aMHfl o6meii *opMyjibi Lys-Glu-Asp-Trp- 
NH2 nocjieflOBarejibHOCTH USEQIDNO:!]. 

noHHTHe «4)apMaKOJiorHHecKoe cpeflcrBO», HcnojibsyeMoe b miHoU saaaice. noflpaayMeBaer 
HcnoJib30BaHHe -mKott ireKapcTBeHHoii ^.opMb,. coflepHtameH 34>*eKTHBHoe KOiiHMecTBO 
Ttnpanenxiwa o6mett 4K»pMyiib. Lys-Glu-Asp.Trp-NH2, Koropaa MOMcer Ha»™ npo4>HJiaicrHHecKoe 
H/HJiH jieHe6Hoe npHMCHeHHe a MewuHHe a KaHecrae cpeACTBa jvm peryJiHUHH ypoa™ riiioKOSbi 

npH caxapHOM flHa6eTe. 

noHjmie «34)*eicrHaHoe KOJiHMecrBo", HcnoJibsyeMoe a AaHHoK sauBKe. noflpaayMeBaer 
HcnoJibSOBaHHe loro KOJiHMecraa aicrHBHoro nemwiHoro arenxa, Koropoe a cooraercTBHH c ero 
KOJttiHecrBeHHbiMH noKaaaiejWMH aKTHBHOcm h tokchmhocth. a laioKe Ha ocHOBaHHH anaHHii 
cneuHanHcra flOJWCHO 6bm. a^^eicrHBHbiM a AaHHott jieKapcracHHoii 4>opMe. 

jlflH nanyHeHHa 4«PMaueOTHMecKHX komhoshuhR, orseMaiomHX Hso^percHHio. 
npeflnaraeMwa leipaneimw cMeuiHaaKyrcH KaK aKraaHbiK HHrpe^HeHT c ^apMauearHMCCKH 
npHeMJieMbiM HocKreneM cor^HO npHHirn..M a 4.apMaueBTHKe cnoco6aM KOMnayH^HpoaaHHa. 

Hocrrenb mohcct HMen. paanHMHwe *opMb., Korropwe saaHcaT or jieKapcraeHHOH 4)opMb. 
npenapara, HcenaeMoK jm aaefleHHa a opranHSM. nanpHMep, napeHT«pa;.bHoro hah 
nepopajibHoro. 

npH HSixnoaneHHH KOMnoanuHfi a npewioHTHTeJibHoii AOSHpoaaHHoa *opMe Ana 
nepopaAbHoro npHMeHenna Moiyr HcnoAbSoaarbca H3aecTHb,e ^.apMaueBTHMecKHe KOMnoneirrbi. 



flna napeirrepaJibHoro BBefleHiw HOCHrejib o6i.mHo BKjnoHaer crepHJibHyio Bo/iy, xotji Moiyr 
6wn. BionoHeHH flpyrae HHrpewieirna. cnoco6cTByiomHe CTa6mibHOCTH, hjih wih coxpaHeHHJi 
crepHUbHOCTH. 

B coOTBeixn-BHH c HacroamHM H3o6p«n«HHeM. nauHeirraM, HywflaiomHMCJ! b npo^miaKTHKe 
H/HJiH JieHeHHH, 4«pMaK<MiorHHecKoe cpcACTOO Ha3HaHaerrca npeflnoMTHxejibHO ana 
napeirrepajibHoro h/hjih nq)opaJibHoro npHMeneHHa. 

Hacroamee H3o6pereHHe laioice othochtch k cnoco6y npo4»HJiaicrHKH h/hjih JieneHHa 
caxapHoro flHafiera. h BKnKwaer npo4»HJiaicrHHecKoe h/hjih JieMeSnoe BBeACHHe naiweHxy. 
4«pMaKOJiorHHecKoro cpeacrBa. coAepHcamero b KanecTBe aicrHBHoro nenxHAHoro areirra 
94>4>eicrHBHoe KOJinnecrBO -reiiianeirrHAa o6meft ^wpMyJibi Lys-Glu-Asp-Trp-NHz Aoaax 0.1 - 30 
MKT/KT Maccbi -TCJia, HO icpaiiHeK Mepe, oahh pas b AeHb b TeneHHe nepnoAa, Heo6xoAHMoro ajw 
AocTHweHWi T^janeBrnwecKoro a^t^xra. 

CorjiacHo H3o6pereHHio 4)apMaKOAorHMecKoe cpeACTBO. coAepHcamee xerrpanerrrHA Lys- 
Glu-Asp-Tri>-NH2 aicrHBHO npH BBCAeHHH ero b A03ax 0,1-30 mrt/kt mbccm Tejia. xora Moiyr 
6biTb Hcnojib30BaHbi H 6oAee hhskhc (BHcoKHe) Ap3bi B saBHCHMOCTH or xapaKxepa xeneHHa 

naroJiorHMecKoro npouecca. 

TexHHMecKHft peayjib-rar, AOcmraeMbifi npn HcnonbsoBaHHH H306peTeHHJi, saicjnoMaerrcii b 
peiyjiHUHH ypoBHH rmoKosb. y naunema. Hyjuaaiomeroca b arroM. sa cmct yaejinHeHHa ceicpeimH 
HHcyjiHHa H noBbiuieHHH HyBCTBHxejibHOCTH TKaHea K HHCyAHHy. 

CyiUHOCTb H3o6perreHHJi noacHHercn xaSjiHuaMH. 

B Ta6AHue 1 noicaaaHO BJinaHHe i^anerrrHAa Lys-Glu-A^p-Trp-NHz Ha coAepHcaHHe 

rJIK)K03bl B KpOBH KpUC C aJlJlOKCaHOBMM AHa6eTOM (BapnaHT JieMeHHJi). 

B Ta6jiHHe 2 noKasano BJiHHHHe T^anenxHAa Lys-Glu-Asp-Trp-NHz na coAepMcaHHe 
raioKosbi B KpoBH KpHC c ajuioKcaHOBbiM AHa^eroM (Bapnairr npo4)HJiaKTHKH h AeMCHHH). 

B Ta6jiHue 3 noKaaaHO bjih^hhc i^anenrHAa Lys-Glu-Asp-Trp^Hz b pasHbix Aosax na 
coAepHcaHHe rjnoKOSW b KpoBH Kpbic c ajiJioKcaHOBUM AHaCeroM. 

B Ta6AHue 4 noKasaHO bahhhhc i^anerrrHAft Lys-Glu-Asp-Trp-NH^ Ha coAep>KaHHe 

HHqrAHHa B KpOBH KpMC C aJUIOKCBHOBblM AHaSeTOM. 

B TaGAHue 5 noKasaHO BAHanne caxapHofi HarpysKH hb coAepJKanHe rJiiOK03bi a KpoBH icpwc 
c aAAOKcaHOBHM AHa6eix>M (44 cyncH nocjie saaepuieHna Kypca TerpaneirrHAa Lys-Glu-Asp-Trp- 
NH2). 



B TaSjiHue 6 noicasaHO njiiWHHe HHcyjiHHa m coAepHcaHMe rjiK>K03M b kpobh Kpwc c 
ajuioKcaHOBUM waSeioM (28 cyncH nocne saBepuieHiw igrpca T^aneirrafla Lys-Glu-Asp-Trp- 

NH2). 

B TaSnHue 7 npcAcraiuieHO pacnpeACJieHHe 6ojim«.ix caxapHMM miG&roM npH npoBeAeHHH 
HCcneAOBamra. 

B TaSnHue 8 noicaaaHa s^KtvoiHOcn. napeKrepajibHoro BaeAeHiw TeTpaneimwa Lys-Glu- 
Asp-Trp-NH2 y SojibHMx caxapHMM flHa6efroM -rana 1 h THna 2, nojiynaBUiiix nHcyAHH. 

Hacyrojiiuee H3o6pereHHe HjuiiocrpHpyeTC» npHMepoM cHHxesa TerrpaneirrHAa *opMy™ 
HHSHii-riViBMHii-acnaimiJi^Hmo^aH aMHA (Lys^lu-Asp-Trp-NH^) (npHMep I), npHMcpaMH 
HcntiTOHHa 6HOJiorHHecKO» aicraBHOCTH TCTpaneirniAa (npHMepw 2, 3, 4, 5, 6. 7), a xaioKe 
npHMepoM pe3yj.i.T«n>B loiHHHHecKon) npHMeHCHii* xeipaneimm AeMOHCipHpyiouuiM ero 

4,apMaKOilOrHMeCKHe CBOttCTBa H nOATBep«flaK>UlHM B03M0«H0Cn. aocthhcchbh 

npo4)HJiaKTHHecKoro h/hjih AeHe6Horo s^i^eicra (npHMep 8). 

BpuMep 1. Cuumes mempanenmuda Lys-GlttAsp-Trp-NHz 



1. HassaHHe coefiHHeHHa: jiHSHJi-rjiyraMiui-acnapTHJi-TpHnTOi^H bmha 

2. CrpyKiypHaji 4»©pMyJia* 



H-Lys-Glu-Asp-Trp-NBb 
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3. Bpyrro-^opMyjia: C26H37N7O8 

4. MojicKyjwipHMft Bee: 575,62 

5. ripcn-HBOHOH: orrcyTCTByer 

6. BHeiuHHa BHfl: 6ejiuii aMOp4)Hi.iii nopomoK 6e3 sanaxa 

7. Cnoco6 cHHTCsa: nermw nojiyneH KnacciwecKHM mctoaom cHwreaa b 
pacTBope no cxeMe: 



Glu 



Asp 



H- 



BOC- 



OBzI 
^OSu 



OSu 



BOC 



H- 



Id 



H- 



Bzl 



^Bzl I 



CC/HOB 



Bzl 

OH 
Bzl 

OH 

8zl 



■OH 
Bzl 

OH 
Bzl 



Trp 



H- 



■NH2 



■NH2 



-NH2 



Z . 6eH3HJioKCHKap6oHiuibiMui rpynna 
BOC - Tper.6yTi«ioKCHKap6oHHm»Haji rpynna 

OSu - ■N-OKCHCyKUHHHMHflHWH 3$Hp 

OBzl - 6eH3i«ioBwii 34>Hp 

DCC -N,N'-flHUHKnoreKCiuiKap6oAHHMHA 

HOST - N-OKCH6eH30TpHa3on. 
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B KaneCTBe pacrBopKrejw HcnonbSOBajiH N,N'-AHMeTHJi4»opMaMHH, npH BBeAeHHH 
acnaparHHOBO« KHOion.! HcnoJibSOBaiiH saminy a^OOH rpynnw co;.eo«pa30BaHHeM c 
TpH^naMHHOM. Zle6^0K«poBaHHe BCX:.3amHTHoii rpynn« npoBOAHiiH pacTBopoM 
TpH^rropyKcycHoii KHcnona (TFA). Z-saiUHTHUx rpynn KarrajiHTHMecKHM rHAporeHOiiHsoM. 
OHHcnca npenapara ocymecnuBuiacb MeroflQM npenaparmBHofi xpoMarrorpa^HH Ha kojiohkc c 
HopManbHofi 4)a30il (cHJiHicarejib). 

6. XapaicrepHCTHKH rorroBoro iipenq>arra: 

• aMHHOKHcnoTHMii aHajiHS Lys Glu Asp Trp 

O^S 1,00 1,06 0,90 

• coAepKaHHeocHOBHoroBemecTBa: 97,48% (no B33KX, 220 hm) 

. TCX -HWWBHflyajieH,Rf=0,64 (luiacTHHKH nTCX-n-B-YO Sorbfil, 
CHJiHKarejib CTX-1B3 8-12 mkm, auerroHHTpiui : BOfla 3:1) 

• cojiepHcaHHe BJiani: 7% 

• pH 0,01 % pacTBopa: 4,05 

• yo-cneicip: iiHKnpH 280 hm - HHflonbHoe Kojibuo TpHnTo4)aHa 

• yAcnbHoe onxHHecKoe spameHHe : [a]D^: - 26,53 " (c=l,0 ; H2O), 
'Tolamat A", Carl Zeiss Jena. 



npHMep cHHTeaa: 

1) BOC-GI«(OBzD-Asp(OBzD-OH (D, N-Tper.63rnKioKCHKap6oHHJi-(y^H3Ha)rjiyWM 
6eH3HJi)acnapTaT. 

N-oKCHcyKimHHMHWbiii N^eT.€yn«.0KCHKap6oHHi.-(y^eH3Hi,)rny«MHHDBotl 
KHcntrrbi BOOGlu(OBzl>OSu 4,34 r (0,0100 MOiib) pacTBop«Kyr b 20 Mi. 
AHMerH.4.opMaMHAa. AoSaBn^Kn- ipH^naMHH 1,72 mh (0,0125 MCb) h p^HSHnacnaprar 
2 80 r (0 0125 Monb). nepeMemHaaKn- npH KOMHarHoii xeMnepaiype 24 Mac. UpopyKt 
Blica^KHBaKrr 0,5h paci3opoM cepnofi KHCiicm.! (150 mji), 3Kc:iparHpyK)T b 3m«.au^ (3x30 
MH). npoMbiBaKTT 0.5h paciBopoM cepHofi KHcnorm (2x20 mh). boaoK, 5% pacTBopoM 
6HKap6oHam narpHH (1x20 ma), boaoA, 0,5h pacxBopoM cepnoB KHcnoib. (2x20 m;.). boaoh h 
cyinar naA eesBOAHWM cyi,b*a«>M naipHH. 3THi,aueraT 4>HiibipyK)T, ynapHBaioT b BanyyMe 
npH 40 OC, oci«t,K cyuiar b aanyyMe hsa P2O5. Uos^^^ Macjio 5,68 r<«100%). Rf- 0.42 
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(6eH30Ji-aueroH 2:1. roiaCTHHKH nTCX-n-B-Y^ Sorbfil, CHJiHicareni. CTX-1B3 8-12 mkm, 
npoflBnenne YO h xjiop/6eH3ii«HH). 

2) TFAH-Glu(OBri)-Asp(OBzl)-OH (ID, TpH*rroiMmeTaT (y^H3i«i)-rjiyTaMHJi-(P- 
6eH3BUi)acnapTaTa. 

N^ipCT.6ynmoiccHKap6oHHjKy-6eH3i«i)rjiyraMiw<^ (D 5.68 r (« 0,01 

MOJib) pacTBopjiiar b 20 mji cmcch wooiopMerraH-rpH^ropyKcycHaa iCHCJiorra (3:1). Hepes 2 
naca pacTBopirreiii. ynapHBaKn- b BaicyyMe npH 40»C. ynapHBBHHe noaropHioT c hobo« 
nopuHefi flHXJiopMeiaHa (2x10 Mn), ocmx>K cyuiar a BaKyyMC Hafl NaOH. nojiyMaioT Maciio 
5,80 r («100%). Rf = 0,63 (H-6yraHOJi-nHpHAHH-yKcycHaji KHCJiora-BOfla, 15:10:3:12). 

3) Z-Lys(Z)-Glu(OBri)-Asp(OBzl>OH (HI), 838,92 N^- flH6eH3HJiOKCHKap6oHiiJ«iii3HJi-(y- 
6eii3HJi) rjiyTaMiBiKP-6eH3HJi)acnapTaT. 

TpH4rropaueiOT .-(y-6eH3H;i) rji3rraMiui-(P-6eH3HJi)acnaprraTa (II) 5.65 r (0,01 mojib) 
pacTBopjiiar b leaiWflHMCTMJi^opMaMiwa, floSaBnaior TpHariwaMHH 2,80 m;i (0,02 mojib) h N- 

OKCHCyiOUiHHMIWIHa 3*»ip N,N«- AH6eH3HJIOKCHKap60HHiIJIH3HHa 6,64 r (0,013 MOJIB). CMeCB 

nepeMeuiHBaiOT SidaEtaca npH KOMHarHofi xeMnqjaiype. 

npoflyicr By^am^ 0.5h pacrBopoM cepHoH KHaioTB.(150 mji), 3KCiparHpyKxr b 
^THiiauei^r (3x30 Mn), npoMBiaaiar 0,5h paciBopoM cepHoii KHCJiorrBi (2x20 mji), boaoK. S% 
pa<rrBopoM 6HKap6oHaia Haipm. (1x20 mji), BOAoii, 0.5h pacraopoM cepHoil khchotb. (2x20 
MJI), BOAoi* H cyinar HaA 6e3BOAHbiM cyjib*aix>M Harpiw. SnuiauetaT ^HJibTpyKyr. ynapHaaioT 
B BaicyyMe npH 40«'C, o«n«roK aaKpHcraJUiHSOBHBaioT b cHcreMe arrHjiaueraT/reiccaH. OpoAyicr 
ai4.HJiBipoBB.BaKrr h cyuiar b BaicyyMe HaA PiOs. Bbixoa 6,04 r (72 «/•) . T nji.=l42 "C. Rf = 
0,60 (6eH30A-aueTOH, 1:1). 

4) Z.Lys(Z)-Glu(OBzl)-Asp(OBzl)-Trp-NH2 (IV), 1024,15 NJH«- 

AH6emHJ.oKCHKap6oHHJWH3HJiKy-6eH3HJi)rj.yTaMHJi.(P^eH3HJ.)acnap^^ 



HC1H-Trp-NH2 , rnnpoxjiopHA aMHAa TpHnTo4)aHa 1,8 r (7,2 MMOJib) cycneHflHpyKxr b 15 mji 
•ivrpanuipo^iypaHa h npH nepeMCUiHBaHHH flo6aBJuiK)T TpH3THnaMHH 1,0 mji (7,2 MMOiib), 
A^jiee Mepes 5 mhh. N,N*-flH6eH3HJioKCHicap6oHHJi-JiH3HJi-(y-€eH3iw)rjiyraMHji-0- 
6eH3i«i)acnaiyraT (HI) 4,0 r (4,8 MMOJib), N-oKCHCeHSoipHasoji 0,8 r (5,8 mmojib) h oxjiasKflaiOT 
CMecb flo 0*0. 3areM maSaasmwr oxjia^enHutt m O^C pacrsop N,N'- 
AHiiHKnoreKciuiKapeoAHHMHW 1,2 r (5,8 mmojib) b 5 mji Terrpanwpo4)ypaHa, nepeMeuiHBaioT 
cMecb npH 3ToVi TCMneparype 2 naca h ocraBJUiiOT Ha HOHb nepeMeuiMBaxbca npa iwMHarrHoH 
TCMnepaiype. PeaKUHOHHyio cmbce BHJiHBaior b Jiewinyio BOfly (150 mji), BunaBumil ocaflOK 
pacrapaiOT h oi^nuibTpoBMBaioT. OcaAOK cycnemwipyioT b arnuiauerare (200 mji) h 
npoMbiBaioT o6pa30BaBuiH8c}i rejib nocjieflOBaxejibHO 1 N H2SO4 (2x100mji), BOfloli (2x100 
MJI). 5% NaHCOa (2x100 mji), 1 N H2SO4 (2x100mji), BOflott (2x100 mji), HacbimeHHWM 
pacTBopoM NaCl. Pacraopwrenb ynapHBawr b BaicyyMe, ocnaroK saKpHcxajuiHaoBbiBaioT h 
aaaxm nepeKpHcrajuiMSOBMBaioT b HsonponiuiOBOM cnHpre. Bbixofl 4,9 r (95%), Rf = 0, 67 
(6eH30Ji-aueFOH, 2:1). 

5) H-Lys-Glu-Asp-Trp-NHz (V), jiH3HJi-rjiyTaMHJi-acnaprrHJi-TpHnTo4»H aMHfl,S7S,62 

N,N*-AHKap6o6eH30KCitnH3HJi-(Y-6eH3HJi)rjiyraMHJi<p-6eH3HJi)acnapTHJi-TpHnTO^^ aMHA (IV) 
4,7 r THApHpOBaJiH b CHcreMC MerraHOJi-Boaa (5:1) nm KarrajiHsaropoM Pd/C. KoHxpoJib 3a 
nojiHoroii fle6jiOKHpoBaHiw b TCX CHcreMax 6eH30Ji-aueTOH (2:1) h auerroHinpHJi-Boaa (1:3). 
no oia>HHaHHH peaicuHH KaxajiHsarrop onr^HJibTpoBbiBaJiH, 4)HJibTpaT ynapHsajiH b saiQo^e h 
OCTBTOK 3aKpH<rraJuiH30BMBaJiH B CHCTeMe BOAa/MeraHOJi. npoAyicr cyuiHJiH b Batcyywe naa 
KOH. BuxoA 2,6 r ( 95 %). Rf = 0, 64 (aueroHHrpHJi-BOfla, 1:1), fljw ohhctkh npoflyicra 2,6 r 
Bcmecrea pacrBopflJiH b 5 mji cmcch aueroHmpHJi-BOfla (1:3) h HaHociwiH Ha KOJioHicy 21x4,5 
CM c cHJiHKarejicM "Sigma", 230-400 Mem (40-63 ji). SjiioHposaHHe CHcreMoK aueroHinpHJi- 
(1:3). nojiyneHO I r xpoMaTOrpa4>HHecKH oAHopoflHoro BemecTaa. 

6) AnaJiHS roroBoro npenapara. 

• CoAepHcaHHe ochobhoto BemecTBa onpeAeiwjiH mctoaom B3^ Ha kojiohkc Nucleosil 
C18 4,6x250 mm. A: 0,1% TFA; B: MeCN; grad. B 0->30% sa 30 mhh. Cfcopocn. noTOKa 
1 mjiNmhh. flprerama npH 220 hm, cKaKHpoaaHHe 190-600 hm, npo6a 20 jil. 
CoAepxaHHe ochobhoto Bemecrsa 97,48%. 
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AMHHOKHcnorHuii BHaJiHS npoBOAHJiH Ha aHajiHsaxope AAA'T-339" Pr^e. 

Lys Glu Asp Trp 
0,95 1,00 1,06 0,90 

• TCX: HHAHBHAyaJien, Rf ■= 0,64 (aueroHinpHJi-BOflji 3:1, njiacTHHKH nTCX-n-B-y4> 
Sorbfil, cHJiHicarenb CTX-1B3 8-12 mkm, npoHBJieHHe xnop/6eH3HAHH h YO). 

• CoAepHcaHHe BJiarn: 7% (rpasHMerpiiHecKH no norope mbccu npn cyuiKe 20 Mr npH 100 
"C). 

• pH 0,01% pacTBopa: 4,05 (noreHUHOMerpHHecKH). 

• YflejibHoe oirrHHecicoe epameime: [a]o^: -26,53° (c=1.0 H2O), "Polamat A", Carl Zeiss 
Jena. 

• y<E>-cneiap: hhk npH 280 hm - HHAOJibHoe KOJibuo TpHnTo4>aHa, "Beckman DU 650", 
0,001 % pacTBop B BOAe. 

npuMep 2. BnuRHue mempanenmuda Lys-Glu-Asp-Trp-NHz na meHeuue tuuiOKCOHoeozo 

duademay iqjuc (eapuaHnt jteneHux) 

3KcnepHMeKr nposeAeH na 21 6ejibix 6ecnopoAHbix Kpbicax-caMuax co cpeAHe« MaccoK 
TCJia 375±35 r. nocjie onpeAeneHiw KOHuempaiWH rjiioKoabi b KpoBH see jKHBoxHwe 
paHAOMHSHposaHHO 6biJiH pasAencHw na 2 rpynnw. 3aTeM BceM jkhbothwm oAHOKpaxHo 
BHyipHBeHHO BBenH no 1 mji pacraopa anjioKcana («Spofa») b Aose 35 mt/kt. Hepes 15 cyr 
jRHBOTHUM KompojibHoa ipynnw HaHajiH BBOAHXb BHyrpnepiouiHHHO eMceAHesHO oAHoicpaTHo no 
0,3 MJI 0,9% pacTBopa NaCl, a iqiucaM ocHOBHoii rpynnw - TerpanenniA Lys-Glu-Asp-Trp-NH2 b 
A03e 3 MKr (b 03 mji 0,9% pacraopa NaCI) na icpbicy b TeneHHe 1 1 cyroK. 

PesyjibiOTM aKcnepHMenra npHBeAenbi b Ta6jiHue 1, H3 Koropofi cjieflyer, hto BBefteHne 
•rapaneimiAa Lys-Glu-Asp-Trp-NHi cnoco6cTBOBajio AOcroBcpHOMy chhmcchhk) ypoami 
rjiioicosw B icpoBH y whbothmx bo Bce cpoKH HccjieAOBaHHJi B cpeAHCM na 38,4% (30-47,7%). 
CHHMceHHe ypoBHn rjiioKosw npn BBeAennH TerpanemnAa Lys-Glu-Asp-Trp-NHa KoppennpoBajio 
CO cHHMCCHHeM jierajibHOCTH cpcAH JKHBOTHbix ocHOBHoK rpynnbi. TaK, B KOHTpojibHo» rpynne 
HCHBOTHbix K 3aBepiiieHHK) 3KcnepHMeHTa (84 cyr or MOMCirra BBeAenwi ajuiOKcana) jieraJibHocn. 
cocraBHJia 70%, b to apcMJi icaK b rpynne Kpwc, nojiynaBinHx Terpanennw Lys-Glu-Asp-Trp-NHj, 
- TOAbKO 36,4%. TaKHM o6pa30M, npHMeneHHe Terpanemww Lys-Glu-Asp-Trp-NH2 no3BOJiHJio 
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yMeHbUiHTb jierajibHOCTb y acHBcmiMX c aJiJiOKcaHOBWM wa6eTOM noHTH b 2 pasa. 



npmtep 3. BnuMHue meitv^anenmuda Lys-Glu-Asp-Trp-NHs na meueHue ajmoKcanoeozo 
duaSemay itpnc (eaptumm npo^wuuanuKU u JieneHua) 

3iccnepHMeHr npoaefleH he 15 6ejiHX 6ecnopoflHHX icpucax-caMuax co cpeAHeii Maccoii 
TCjia 375±35 r. >KHBOTHHe paHflOMiOHpoBaHHO «ujih pasflpneHW Ha 2 rpynnw. KoHipojibHWM 
HCHBOTHUM BBOfliwH BHyipHGpiomHHHO eaceflHCBHO oflHQKpaTHO no 0,3 MJi 0.9% pacTBopa NaCl, a 
KpucaM ocHOBHoB rpyimw - •rerpaneimw Lys-Glu-Asp-Trp-NHz b floae 3 mkt <b 0,3 mji 0,9% 
pacTBopa NaCl) Ha icpMcy b TeneHHe 7 cyroK. SarcM bccm JKHBOTHbiM oflHOKparao BHyrpHBCHHo 
bboahjih no 1 MJi pacraopa ajuiOKcaHa («Spofe») b floae 35 Mr/icr. TerpanenrHfl Lys-Glu-Asp-Trp- 
NH2 npoAOJDicanH BBOwrrb cme b TCHCHHe 3 cyr nocne BBefleniw ajiJioKcaHa, 3areM KpwcaM 
ocHOBHoii ipynnbi nposejiH 2-il Kypc -reipaneimwa Lys-Glu-Asp-Trp-NHz c 18 no 28 cyr (Bcero 
1 1 cyr) B Toil »e flpse. 

PeayjibTOTbi aKanepHMeinu npHBeflPHW b TflSjiHue 2. npeawe Bcero, Heo6xoflHMO ormerwrb, 
MTO BBeACHHe •rerpanHiTHfl^ Lys-GIu-Asp-Trp-NHz sflopoBUM >iaiBOTHbiM He npHBOWJio K 

CHHJKeHHK) KOHUeHipraHH rJIIOKOSM B KpOBH. V 3KHBOTHbIX KOmpOJIbHOU tpynnbl BO BCC CpOKH 

sKcnepHMema nocjie BBeAeHHH ajuioKcana oiMCMeHO pasBHroe AHaeera c yBenHHeHHCM ypoBwi 

rJIK>K03bl B KpOBH B 1,9-4,9 pasa no CpaBHCHHIO C HCXOAHMM ypOBHCM. y Kp«C, nOJiyHHBIHHX 1 

Kypc TCTpaneimiAa Lys-Glu-Asp-Trp-NHz, oTMeMeHO cHKKeHHe ypoana raioKOSbi hb 22-30% no 
cpaBHeHHK) c KompojieM. Oocjie npoBCAeHHJi 2-ro Kypca xeipanenxHA^ Lys^lu-Asp-Trp-NHz y 
KpHc OTMeMena no;iHa« HopMajiHsauHH KOHuempauHH rjiioK03bi b kpobh bo bcc HCCJieflOBaHHwe 

CpOKH (28, 33, 40 cyr), B to BpCMH KaK y KOHXpOJlbHblX MCHBOTHblX B 3TH Hce CpOKH COflCpjKaHHe 

rjiiOK(»u B KpoBH 6biJio Bwuic cooTBeTCTBeHHO B 2; 4,2; 3,8 pa3a. 

Cjieflyer -raioKe oTMCTim., hto THMcejian 4)opMa AHaCera pasBHAacb TOAbKO y 2 h3 8 icpbic, 
nojiyMHBUiHX T^ipaneirrHA Lys-Glu-Asp-Trp-NHj, b to bpcmh KaK b KonrpojibHoii rpynne - y 5 h3 
7 Kpwc T.e. wyr noKasarejib y KoirrpojibHbix ^HBornbix 6bui b 2,9 pasa Bwuie. 

K saBepmeHHK) onbrra (40 cyr or MOMCHxa BBCAenHJi ajuioKcana) b KOHxpojie coxpawHAOCb 
57,1% 3KHBOTHWX, a npH BBCfleHHH TeTpaneimifl^ Lys-Glu-Asp-Trp-NHa - 75%. 

PesynbiOTbi sKcnepHMeirra apiot ocHoaaHHe CAeJiam. bmboa, hto npHMeHCHHe xerpaneirrHAa 
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Lys-Glu-Asp-Trp-NHz cnoco6cTByeT nojiHoii HOpMaJiHsauHH ypoBfra raiOKosu b KposH y Kpuc c 
anjioKcaHOBbiM AHaSerroM, hto conpoBOXc^ercA cHiOKeHHeM jieraJibHOCTH* 

npUMep 4. BjiUHHue mempanenmuda Lys'Gli^Asp'TrprNH2 s pasHMx dmax na meucHue 

ojuiOKcaHoeoeo dua6emay Kpbic 

3KcnepHMeHT npoBe;ieH Ha 23 6ejii>ix €ecnopoAHbix Kpbicax-caMtiax co cpeAHefi Maccofi 
Tejia 37S:k35 r. BceM KHBOTHbiM OAHOKpaxHo BHyipHBCHHO BBejiH no 1 MJi pacTBopa ajiJiOKcaHa 
(«Spofa») B 35 Mr/Kr. 3aTeM >KHBonrHbie paHAOMH3HpoBaHHHO ^biJiH pasAeJieHU Ha 3 
rpynnbu KoHxpojibHbiM xcHBornbiM bboahjih BHyTpH6pioujHHHo e^e^HeBHO OAHOiq^aTHo no 0,3 
MSI 0,9% pacTBopa NaCl, iq>bicaM 2 h 3 rpynnw - TerpanenTH^ Lys-Glu-Asp-Trp-NH2 b Aosax 1 
MKT (b 0,1 MJI 0,9% pacTBopa NaCl) m 10 mkt (b 1,0 mji 0,9% pacraopa NaCl) Ha Kpbicy b xeneHHe 
7cyTOic 

PeayjibxaTbi 3KcnepHMeHTa npHBe^eHbi b Ta6nHue 3» BaeAeHHe rerpanenrHAa Lys-Glu-Asp- 
Trp-NH2 KpbicaM b Aose I mkp cnoco6cTBOBajio AOcroaepHOMy cHHXceHHio noKasarejiA ypoBH5i 
rjiiOKOSbi B i^oBH B 1 H 4 cyT nocjie saBepuieHHA icypca npenapara cooTBercTBeHHo na 17,3 h 
12,3% no q>aBHeHHio c KOHrpojieM. BseAeHHe Hce rerpanenTHAa Lys-Glu-Asp-Trp-NH2 icpbicaM b 
AOse 10 MKT npHBejio k 6ojiee cymecrBeHHOMy AOcroBepHOMy CHHHceHHio KOHuenrpauHH rjiioKosbi 
B 1, 4, 7, 17 cyx cooTBeTCTBeHHo na 30; 23,8; 26; 12,7%. Ha 3thx a^hhux cjieAyer, mto 
yBejiHHeHHe aosu TerpanenTHAa Lys-GIu-Asp-Trp-NHz hphboaht k 6ojiee Bbipa^eHHOMy 
AetfcTBHio Ha coAepsfcaHHe nnoKOSbi b iq)OBH y xcHBOTHbix. 

ITpuM^ 5. BnuBHue mempanenmuda Lys-Glw-Asp-Ttp-NHi na codep^anue uucynuna e tq^oeu 

tq}htc c ojutOKcaHoefOM dua6emoM 

3KcnepHMeHT npoaeAen na 18 6ejibix eecnopoAHux Kpucax-caMuax co cpeAHeff MaccoH 
Tejia 37S±3S r. Ilocjie onpcAenenHH KOHuenrpauHH rJiioKosbi b kpobh Bce HCHBOTHbie 
paHAOMHSHpoBaHHO 6buiH pBSAeJieHbi Ha 2 rpynnu. Sareivi BceM xcHBOTHtiM oAHOKpanio 
BHyrpHBeHHo BBenH no 1 mji pacraopa aJuioKcana («Spofa») b Aoae 35 Mr/wr. Mepes 15 cyr 

KOHTpOJIbHbIM HCHBOTHbIM HaHBJIH BBOAHTb BHyTpH6pK>mHHHO eXCCAHeBHO OAHOKpaXHO HO 0,3 MJI 

0,9% pacTBopa NaCl, a xpucaM ocHOBHOfi rpynnw - TerpanenrHA Lys-Glu-Asp-Trp-NH2 b Aose 
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3 MKT (b 0,3 MJi 0,9% pacTBopa NaCl) Ha iqiucy b neneHHe 1 1 cyroK. 

PesyjibTBTbi aKcnepHMeirra npHaeAeHU b raSjiHue 4, hs KoropoH cJie^iyeT, hto y xcHBOTHbix 
Ha IS cyr nocjie BBeAeHHH ajuioKcana pasBHJicii AHaSer. V Kpuc, nojiyHHBUiHx TerpaneirniA Lys- 
Glu-Asp-Trp-NHi, coAep»caHHe HHcyjinna b iq>OBH nocne BBeAeHHH npensqaara b TeneHHe 8 cyr 
6wio B 3,9 pasa Btiuie, hcm y ^hbothux KOHTpoiibHoft q>ynnu« Bo Bce nooneAyiomHe cpoKH 
3KcnepHMeHTa OTMeneHO coxpanenHe HeKoroporo KOJiHMecTBa HHcyjiHHa b KposH Kpbic (13-18% 

or HCXOAHOrO ypOBHH), B to BpeMA KaK y KOnrpOJIbBblX »CHBOTHbIX HHCynHH B KpOBH nOJIHOCTblO 

OTcyrcTBOBan, K saBepiueHHio onbira (70 cyr or MOMeara BBeAeHHA aJiJiOKcana) b Kompojie 
coxpaHHJiocb 62,5% HCHBorabix, a npH aaeAeHMM xerpanenTHAa Lys-Glu-Asp-Trp-NHa - 70%. 

AnajiHS pesyjibxarroB 9KcnepHMeHTa y6eAHTejibHo noicasan, hto aaeAeHHe TerpanenxHAa 
Lys-Glu-Asp-Trp-NH2 tkhbothwm c aiuioKcanoBbiM AHa6eTOM cnoccs5cTBy€T coxpaHeHMio 

HeKOTOpOrO ypOBH^ HHCyjIHHa B ICpOBH, HTO CBHSanO, B03MOKH0, C HaCTHHHbIM BOCCraHOBJieHHeM 

crpyiciypbi h ^yHKUHH kjictok, BbipaSaxbiBaiomHX HHcyjiHH. 

UpuMep 6. BjiUHHue mempanenmuda LyS'^lU'Asp-Trp^NH2 na noKosamenu caxapnoik KpueoA 

y Kphic c wmoKatHOBbiM duaSemoM 

3KcnepHMeHT npoaeAeH na 13 Kpucax-caMuax, Koropue €biJiH panee b onbire (BapnaHT 
jieHeHHH — 44 cyr nocJie OKOHHawHA BBeAeHHfl TerpanenrHAa Lys-GIu-Asp-Trp-NHa). OxAejibHyio 
rpynny cocraaHJiH 7 SAopoBUx fcpuc c aHajnoraHHoii Maccoii Tejia. BceM hchbothum BHyrpHaeHHO 
BBejiH no 1 MJI 2% pacTBopa rjiioKOsu h aaxeM onpeAOJifirjiH ee KOHueHrpauMio b icpoBH. 

PesyjibtaTbi 9Kcnq>HMeHTa npeAcraBJienbi b Ta6jiHue 5, hs Koropott cjioAyer, hto y 
SAopoBUX iq>bic nocjie BBeAeHHH rjiioK03bi ee KOHueHrpauHH b KpoBH cocraBHJia nepes 5, 30, 60, 
120 MHH coOTBercTBeHHo 203,9; 156,3; 124,6; 114,5% no cpaBHeHHio c hcxoahum ypoBHCM, 
npHHHTbiM 3a 100%. y KOHTpojibHux xcHBOTHbix aHajiorHHHuff HOKasaTejib cocraBHJi 
cooTBercTBeHHO 129,8; 127,5; 123,5; 121,1%, hto yicasbiBaer na pesKoe noAaBJieHHe ^^hhicuhh 
noAKCJiyAOHHott ^Jiesu nocJie nopasKeHHH aniioKcanoM. 3tot noxasarejib y xpuc, 
nojiyHHBUiHX TerpanenTHA Lys-Glu-Asp-Trp-NHz, cocraBHJi 142,9; 97,3; 95,6; 77,9%. 
PesyjibTBTbi 3Toro sKcnepHMeHra yicasbiBaioT Ha cnocoSHocrb TerpanenTHAa Lys-Glu-Asp-Trp- 
NH2 CTHMyjiHpoaanrb 4>yHKUHio noA^ejiyAOHHofi xcejiesbi y Kpbic c ajuioKcaHOBUM ahsGctom. 
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npujuep 7. BnuHHue uHcyjiuna ua codepoKanue zjuokosu e Kpoeu Kptic c wmoKcaHoebm 
duademoM nocne npuMeueHux mempanenmuda Lys-Glu~Asp-Trp-NH2 

3iccnepHMeirr npoBefleH Ha 13 Kpucax-caMuax, Karopbie Cujih panee b onwxe (BapnaHT 
jieMCHHA - 28 cyr nocne oKomamui BBeACHHa Terrpaneimwa Lys-Glu-Asp-Trp-NHa). OxAejibHyK) 
rpynny cocyraBHJiH 8 sflopoawx icpHC c aHaJionwHoil Maccott xena. Bccm jkhbothwm BHyipHBeHHO 
BBOAHJ1H HHcyjiHH (0,3 ME) H saTBM onpeflCJiajiH KOHueinpauHio pjiiokosu b kpobh. 

Payjiwara 3KcnepHMeirra npHBCAeHW b Ta6jiHue 6. Y sAopoBMX khbothmx oTMeMeHO 
4>H3HCMiorHMecKoe pesKoe cHHXceHHe ypoBiw rjnoKOSw, b to speMa kbk b Kowrpone (ajuiOKcaHOBufi 
flTO&rr) ytvt noKasarem. 6ym b 2.8 paaa HHHce. Y 3iCHB0TH«x c ajuioKcaHOBtiM waeeroM. 
noJiyHHBUiHX -reipaneimw Lys-Glu-Asp-Trp-NHa, onweMCHO nocaie BBeaeHHJi HHcyjiHna 
AOcroaepHoe cHiOKfiHHe ypoBiw rjuoKOSM noHXH a 2 paaa no cpaBHCHHio c KOHxpojieM. 3th 
AaHHue yicaswBaiOT na cnoco6HOcn. -rerpaneirrHAa Lys-Glu-Asp-Trp-NH^ b sHaMHrejibHoH 
creneHH coxpaiwrn. HyBCTOHrenbHocn. TKaneit k vmcymnty. 

BbMBJieHHMe Bnpesyjib-rare 3KcnepHMeHTanbHoro HCCJieflOBaHiw caoiicTBa Terrpanennwa 
Lys-Glu-Asp-Trp-NH2£no3BOJiHiOT cmrrarb noicaaaHHbiM ero npo*iuiaKTHHecKoe h/hjih JieMe6Hoe 
npHMeHeHHe b KaMeeree cpeACTaa. peryjiHpyiomee ypoaeHb rnioKosbi, Ana JieMCHiia caxapHoro 
AHaSera. 

npHBeACHHwe cHH>Ke pesyjibiOTbi KJiHHiwecKoro HsyneHra saaajweMoro TerpaneirrHAa 
AeMOHCipHpynyr ero 4>apMaKOJiorHHecKHe CBoiicTBa h noATBepHwaiOT B03MO«H0CTb 
ocymecTBJieHHa HsoGpereHiM. 

npuMep 8. SiMpeKmrnuocntb npuMeneHUH mempanenmuda Lys-Glu-Asp-Trp-NHsy ^anwux 

caxapwoM duademoM 

HccjieAoaaHHe npoBeAeno y 36 6ojibHbix a aospacre or 16 ao 83 Jier (7 My>i«HH, 29 
HcenuwH). y 23 6ojibH«x BwaBJien AHaGer THoa 1, y 13 - THna 2. flnm^iibHOCTb 3a6oi.eBaHHa 
KOJieSanacb or 1 roAa AO 30 act. 32 6ojibHbix nojiynajiH HHcyjiHH. BoJibUiHHCTBO -eoJibMbix c 
caxapHbiM AHa6CTX>M THna 1 nociynaiiH a crauHOHap b craAHH AeKOMnencauHH. CoAep>KaHHe 
rAK,K03b, B KpoBH u^u^ KOAe6anocb or 9,5 ao 27 MMoWi.; ypoeenb riiHK03Hi.HpoBaHHoro 
reMorAo6HHa - or 7,8 ao 12,7%. BceM 6oAbHbiM 6bu.a HaaHaHeaa cxporaa AHera. Mctoaom 
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CTpara^HKaiwioHHOH paHflOMHsauHH Bce 6oJibH«e Sujih pasAeJieHw Ha 2 rpynnw, paBHwe no 
Bospaciy, nojiy, Amnejn.HOcra h -wJKecm aaSojieBEHMH (laeii. 7). flonoiiHHxenbHo k 
craHWTHOMy jieMeHHK) 16 6ojibHbiM caxapHWM waeeroM 6biJi HasHaneH rerpanenTHfl Lys-Glu- 
Asp-Trp-NH2 b flose 10 mkp (b 1 Mn 0,9% pacxBopa NaCl) BHyrpHMbiuieMHO e>KeAHeBHo 
owoKpffTHO B TCMeHHe 10 cyTOK. 4 eoJibHbiM caxapHbiM AHaeeroM mna 2 AonojiHHxejibHO k 
craHWTHOMy JieneHHio 6«ii HasHaMCH i^enxHA Lys-Glu-Asp.Trp-NH2 b «o3e 100 mkt (1 
Ta6jienca) 2 paaa b aeHb nepe^ caoH eHceAHCBHo b -reneHHe 10 cyxoK. naimeKm KOHxpoiibHofi 
rpynnw nojiynajiH b KaneCTBe nJiaue6o no 1 mji 0,9% pacTBopaNaCl no aHaJiorHHHoii cxeMe. 

PesyAbiWbi HayneHiw 3**eiciHBHOcrH i^aneimiAa LysiXJlu-A^Trp-NH^ npHBeA^Hb. b 
•iB6iiHue 8. y 8 6oAbHbix (hs 16 nonyMaBUiHX HHcyjiHH) nocjie aaBepuieniii. icypca xerrpanenrHAa 
Lys-Glu-Asp-Trp-NH2 eaceAHeBHaJi Aosa HHcyAHHa 6buia CHioiceHa b cpeAHCM Ha 8 Efl (or 2 ao 26 
Efl), H npH AOcnirHyra KOMneHcai»«. Y 6 6oJibHbix Aoaa HHcyAHna ocranacb npeHCHcft, m 
npH ^oM AOCTHrnyi^ KOMnencamw. H TOiibKO y 2 6oAbHbK jm AOc^KeHHH KOMnencauHH A03a 
HHcyjiHHa Sbuia yBCAHHeHa: y oAHoro na 4 Efl, y Bnoporo - na 14 Efl. B to Hce apeMH. b 
KompoiibHoii rpynne (h3 16 noAynaBuiHX HHcyjiHH) xoiibKO y 2 nauneHTOB A03a HHcyiiHHa fm^ 
AocrrH^eHHH KOMneHcauHH ocraiiacb npe>KHeii, a y 14 6oAbHb.x a^ AOCTHHceHHH KOMneHcauHH 
A03a HHcyjiHHa 6biJia yaeAHHeHa Ha 4-8 EA- 

y 6o;.bHbix caxapHbiM AHaGeiOM THna 1 (1 6o^bHoft) h xHna 2 (3 6onBHb.x) ochobhoB 
rpynnbi, noiiyMaBuiHX i^anenxHA Lys-Glu-Asp-Trp-NH^ b -laeAerHpoBaHHoft *opMe, ormeMeno 
CHceAHeBHoe cHHHceHHe A03bi HHcyiiHna na 25 Efl, a y 6oAbHb,x. nonynaBumx nepopaAbHbie 
aHTKAHaeenmecKHe npenapaxb.. yAaiiocb AO<miHb noi.HO« KOMnencaiuiH c yMenbuieHHeM ao3« 

npenapaTOB npaicTHMecicH b 2 paaa. 

TaKHM o6pa30M. npHMeHenne terpanenxHAa Lys-Glu-Asp-Trp-NH^ y €oiibH«x caxapH«M 
^eS^r, cnocoecreoBaAO, hbao no^ai^xb. noBb,u,eHHK> MyBcrBHT^iibHocrH -ncaHefi K HHcy^HHy h 
HeKcrropoMy BOCcraHOBAenmo 4»yHKUHH noA^ewHHoft HceAesbi. Heo6xoAHMO ormexKn. 
AOcmoMHO Bb,coKyK> 3*4,eKrHBHOcm. T^anen^Aa Lys-Glu-Asp-Trp-NHa, mto npoHBA»;.ocb b 

CHHHCeHHH A03b. HHCyAHHa y 50% 06cneAyeMb,X naUHCHTOB, B to SpeMH KaK B KOHTp0.bHO« 

rpynne noAoSnoro 34»*eicra hh y oAHoro 6oAbHoro AocTHMb He yAanocb. 

B KaMecree npHMepoB npHBOAHM 3 npancHe BbinHCKH hs HcropHfteoAesHH: 

Bbinuaca la ucmopuu doneanuM 1. 

BoAbHan K.. 69 net, HHBa^HA 2K>ft rpynnw. BoAbHa caxapHWM AHaSeroM b xeweHHe 17 act. 
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C 1986 r. nojiynajia xaSjierHpoBaHHue aHniOHaGeTHHecKHe npenaparu, c 1996 r. nepeseAeHa Ha 
HHcyjiHH* npH oScJieAoaaHHH BUHsnenbi nosjoiHHe AHaSeTHHecKHe ocjioxcHeHH5i. 

^arHOs: Cax^Hufi waSer THna 2, BropHHHafl HHcyjiHHopesHcreHTHOCTEk, AHaGerHHecKa^ 
peTHHonanui, noJiHHeiiponaTiM, AHa6emiHecKa5i He4>ponariiH, cHMiiTOMaTHHecKafl PHnepreHaHH. 

ripH nocrynjieHHH b cramiOHap: coAepsKaHHe rnioKosu b KpoBH HaromaK — 10 MMOJib/ji, 
nepes 2 m nocjie eAbi — 14 MMOJib/ji. KjiHHHMecKHtt aHanH3 KpoBH ~ HopMa, b Mone 6ejioK — ao 0,66 
r/ji. Ha 3Kr oTMeHena rHnepTpo4>H5i jieBoro xceJiyAOHKa. ExceAHeBHax Aosa HHcyjiHHa — 82 Efl. 

TepanHM: AHera, BFrraMHHbi rpynnu B, 6epjiHTHOH, napeHTepajibHan 4><^pMa 
4)apMaueBTMHecKOH komhoshuhh, BKJiiOHaiomaH TerpanenrHA Lys-Glu-Asp-Trp-NHa, no 10 mkt 
b/m exceAHeBHO b TeneHHe 10 cyroK. 

ripH BbinHCKe Ha 18 cyr - coAep^caHHe rjiioK03bi b KpoBH HaroiuaK — 5,9 mmojik/ji- 
Bxc€AHeBHa>i A03a HHcyjinna — S6 (cHH^ceHHe na 26 EJX no cpasHeHHio c HCXOAHbiM ypoBHeM). 
y 6ojibHOH OTMeMeao aaaHifTejibHoe yjiynuieHHe noKasaxejieH KoaryjiorpaMMbu 

BbtnucKa us ucmopuu 6ajie3Hu M 2. 

EojibHoil M.9 40 jier, HnaajiHA 2-oft rpynnu. Eojien caxapnuM AHaSeroM b xeneHHe 13 Jier h 
CO BpeMeuH HaMana saSoJieBaaH^ nocTOJiHHo nojiynaeT HHcyjiHH. 

AHarHos: CaxapHbili AHaSer mna 1 cpeAHeH creneHH TaHcecm, AHa€eTHHecKafl 
peTHHonanwi, nojiHHeiiponarrHH, 3Hue^ajionamiH. 

ripH nociynneHHH a cxauHOHsq^: coAepncaHHe niiOKOsu b icpoBH HaromaK — 17,8 MMOJib/ii. 
KjiHHHHecKHii anaJiHs KpoBH h mohh - HopMa. ExceAHeaHaa Aosa HHcyjiuna — 40 

TepanHff: AHera, BHraMMHU rpynnu napeHrepajibHan 4>opMa ^apMaueBTHHecKofi 
KOMHOSHUHH, BKJiioHaioiAaH TerpaneHTHA Lys*Glu-Asp-Trp-NH2, no 10 mict b/m exceAKeBHO b 
TeneHue 10 <grroK. 

ripH BbinHCKe Ha IS cyr - coAep^anne rjiioKosbi b icpoBH HaromaK — 3,4 MMOJib/ji. 
EnccAHeBHafl Aosa HHcyjiHHa- 32 E^ (cHH^KenHe Ha 8 E^ no cpaaneHHio c hcxoahum ypOBHCM). 

Bbtnacica m ucmopuu SonesHU M3. ^ - /'^ 

EoJibHaA Jl., 83 roAa. EojibHa caxapHWM AHa6eTOM b reneHHe 25 Jier, nojiynana paariHHHbie 
aHTHAMa6eTHHecKHe TadJiernpoBaHHue npenaparbi. Crporo co6jiK>Aaer AHery, HyBCTByer ce6a 
yAOBjieraopHrejibHo. 

AHaTHOs: CaxapHbiH AHa6er rnna 2, AHa6erHHecKaa perHHonarn^i. 
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npH nociyiuieHHH b araiwoHap: coAep>KaHHe fjiiokosw b kpobh HaxomaK - U mmojii^ji. 
KnHHHMecKHii OHaJiHS KpoBH H MOMH - HopMa, HpHnHMaeT enceweBHO no 2 Ta6jieTKH flHa6eTOHa, 
B CBHSH c paaBHBineiiai pesHcreimiOCTbio k xaejieTHpoBaHHHM aHTHAHa6eTHHecKHM npenaparaM 
peKOMeHflOBaHO BBe^eHHe HHcynHHa. OwaKO 6ojibHa5i oTKaaajiacb or HHcyjiHHa, nocjie nero ett 
61.UI HasHaMCHa nepopaiiMiaa *opMa ^MaueBTHHecKoH KOMnosHUHH. BKJ.K>MaK)u»H -reipaneimifl 
Lys-Glu-Asp.Trp-NH2, no 100 mkt (1 -raejierrKa) 2 paaa b flenb flo cm OiceweBHO b TCMeHHe 10 
cyroK Ha 4)OHe npHMeHeHHJ. 2 raSn^K j^i^m. Ha 2-tt flPHb coflppxcaHHe riiK>K03bi b kpobh 
HaromaK - 6 MMOJit/ji. fl^nee flosa flHa6eTOHa 6biJia yMCHbuieHa b 2 pasa. 

nocjie aaBepmeHiM yicaaaHHoro Kypca JieMeHiw xerpanenTiwa Lys-Glu-Asp-Trp-NHz 
ypoaeHb rjiK>K03bi b KpoBH ociaaajiCH npaKTHMecKH b npeflCiiax HopMU. CocroHHHe «onbHofi 

yAOBJlCTBOpHTeJIbHOe. 
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OopMyjia ii3o6peTeHHJi 

ll/^ TexpanenTHfl jm3HJi--rjiyTaMHJi-acnapTHJi-TpHnTO<|>aH emha oSmefi 4>opMyjii>i Lys-Glu-Asp* 
Trp-NH2 [SEQIDNO:!]. 

2\y'TeTpanenTHfl jrasHji-rjiyraMHJi-acnapTHJi-TpHnTO^aH aMHfl o6mefi 4>opMyjn>i Lys-Glu-Asp- 
Tq3-NH2 [SEQIDNO:!], o6jiaAaK>uaiH GiiojiorHHecKOH aKTHBHOCTbio, npoiiBjisK)ii^eHCfl b 
peryjiflUHH ypOBHH rjuoKOSU. 

<I>apMaKojiorHHecKoe cpemcTBO neniHAHOH npHpow, peryjrapyiomee ypOBeHB rjnoKosu 
coAepxcamee aKTHBHMH nentHAHbifi areHT h 4>&pMaueBTiiHecKH npneMjieMBiH HOCHxejib, 
OTjiHHaiomeecH reM, ^tro b KanecTBe aicraBHoro nenrnworo areHTa coflep;icHT 
34>4eKTHBHoe KOJiHHecTBO TeTpanenTHAa Lys-Glu-Asp-Trp-NHa [SEQ ID NO:l]. 



4. CpeACTBO no n.3, OTniiHaK>meec5i tcm, hto oho npejoHasHaneHQ jija napeHTepanbHoro 
BBeAeHHJi HJiH nepopajibHoro npuMeHeHHH. 

5. Cnoco6 npo4)HJiaKTHKH h/hjih jieneRHx caxapHoro AHa6eTa, 3aKJifOHaK>mH3ca bo 

i 

BBeACHHR naimeHTy 4>apMaKonorH?ecKoro cpeACTBa, co^ep^icamero b KaHOcnse axTHBHoro 
nenxHAHoro areHTa 34>4>eK™BHOe KOJiHHecTBO TerpanenTHAa Lys-Glu-Asp-Trp-NHa b 
A03ax 0,1 - 30 MKr/KF Maccu rejia, no KpaiiHeii Mepe, oahh pas b achb b TencHHe nepaoAa, 
Heo6xoAHMoro wih ffjOcrasKewasi TepanesTHHecKoro 34>4>eKTa. 

6. Cnoco6 no n.S, orjmHaionaiHCA xeM, hto 4>apMaKOJioriiHe<acoe cpeACTBO bbojiht 
napeirrepajifcHO. 

7. Cnoco6 no n.5, oTjiHMaiou^HHCH tcm, hto 4>apMaKOJiorHHecKoe -cpeACXBo npHMeH^ioT 
nepopajn>Ho. 



8. Cnoco6 no n.6, OTjniHaiomHHCH xeM, hto 4>apMaKOjiorHHecKoe cpeACTBO no n.n. 3-4 
aKTHBHo npn BseAeHHH ero b Aosax 0,1-30 mict/kt MaccBi Tejia. 
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i/B 

^ i St Pancragen . ST25 

SEQUENCE LISTING 



<110> Khavinson, Vladimir 
Malinin, Vladimir 
Grigoriev. Evgeny 
Ryzhak, Galina 



<120> TeTpaneirrnA. pery/inpyiomMii ypoaeHb J'^'o'^o^m npM caxapHOM 
i|»apMaKOJiorMHecKoe cpeACTBo Ha ero ocHoae m cnoco6 ero npMMeHHeHUH. 



<130> IBG/09/2003 

<160> 1 

<170> Patentin version 3.1 

<210> 1 

<211> 4 

<212> PRT 

<213> Artificial se«iuence 
<220> 



TexnanenTMn Lvs-Gl u-Asp-Trp-NH2 pery/JMpyex ypoBeHb r/ii0KO3W npM < 

yeCTBHTe/lbHOCTM K HeMy TKaHCM. 



<400> 1 

Lys Glu Asp Trp 



crpaHMua 1 
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Pe4>epOT 

TerpaneimiA peryjiHpyiomHii ypoBCHb rjiK>K03bi npH caxapHOM AHaSere, 4>apMaKOJioriiHecKoe 
cpeACTBO Ha ero ocHoae h cnocoS ero lipHMeHeHM 

H3o6peTeHHe othochtch k o6jiacTH Mewmf Hbi h Moxcer 6uTb HcnojibsOBano icaK cpeAcreo, 
peryjiifpyiomee ypoBem* rjnoKOsu jmn npo4>HJiaicTHKH h JieMeHHH caxapHoro jmaGersu 

ripeAnaraerrcH hobuK TerpaneimfA JiH3HJi-rJi3rraMHJi-acnapTHJi--TpHnTo^aH aMHA o6uieM 
4>opMyJii>i Lys-Glu-Asp-Trp-NHi, o6jiaAaK)mefi 6HOJiorHHecKoit aicniBHocTbio, npoABJiAioiuejicH b 
peryjiHUHH ypOBiw rjifOKosbi h 4>apMaKOjiorHMecKoe cpeACTBO, coAep^amee b Ka^ecTBe aiCTHBHoro 
nenriiAHoro areirra 34i4^eicTHBHoe KOJiHMecTBo TerpanenxHAa JfiHSHJi-rjiyraMHji-acnapTHJi- 
TpHiTTO^aH aMHA o6iueH 4>opMyjibi Lys-Glu-Asp-Trp-NH2 . 

npeAJiaraercH cnoco6 npo4>iiJiaKTHicH h/hjih jieneHHH caxapHoro AHaGera, BicjiioHaioiUHii 
BBeAeHHe nauHCHry 4^apMaKOJiorHHecKoro cpeACTBa, coAep^amero b KanecTBe aicTHBHoro 
neiTTMAHoro arcHxa 34>4>eicrHBHoe KOJiHMecTBo TerpanermiAa o6uu;eii ^opMyjiw Lys-Glu-Asp-Trp- 
NH2 B A03ax 0,1 - 30 MKr/Kr Maccbi Tejia, no Kpa^inefi Mepe, oahh pas b AeHb b TeneHHe nepHOAa, 
Heo6xoAHMoro ahh flpcrmTKeuwi TepaneBrnmecKoro 34>4)eicra. 
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